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high-dose testing., Critics believe that validity should depend on whether there is a pharmacokinetic difference between high and low dose. Special consideration should be given to whether detoxifying or repair processes are saturated and to whether competing metabolic pathways are involved and become saturated.
Another potential problem is the lack of attention to weighting of evidence. For exampler a guideline may simply state that "positive results in animal tests should always outweigh negative results." This does not take into account the quality and statistical power of the different tests? it could foster the attitude that such considerations are of minor importance.
To a large extent, the strength of such criticisms depends on the form and contents of the guidelines. Those which are comprehensive and leave little latitude for exceptional cases tend to maximize the problem of oversimplification? those which are flexible could be most effective in mitigating the problem.  In addition, guidelines may explicitly direct the assessor to consider the weight of evidence of a given test result. For example, the IRLG guideline stated that positive results should supersede negative results, but added a caveats "If the positive result is itself not fully conclusive or if reasons exist for questioning its validity as evidence of carcinogenicity, the result is generally classified as 'inconclusive' or 'only suggestive1 even in the absence of other negative results."
Detailed guidelines can reduce the possibility of oversimplification if the intent of detail is to capture for the assessor the complexity of the issue addressed.  For example, a guideline might state the scientific basis for the chosen inference option, the kinds of evidence that are typically applicable, circumstances in which acceptance of exceptional evidence may be appropriate, and other rationales for choosing a particular inference option.
Regardless of the form of a guideline, there are some parts of risk assessment, particularly those dealing with the quality of data and the magnitude of uncertainty, that defy or at least resist generic interpretation.  Individual judgment is most important in such cases. A guideline should not be viewed as a formula for producing risk assessments without the need for such judgment.